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p5 3^^^mi. ^^h>^D^<;U;.IE^P^-^-^:. SV40W 
>^-(DE 1 A^^RU^E 1 Bm«*^^*UTV^T. ^CDfiSJCp 5 35I^«S«*^ 



7. 

9. m^mv 5 SS^^bTl^SffllgfCS^SP 5 S^^^Vli'MroffitfeSrlBi 



« 

(3) iNF^¥ 10-503361 

13. m^m9\zt^m(D:^m\z^i^r. mm^^m%mmo:)W};^i^z&mL. 
J ^^)\/7.i)m^^mz%\^-r:^^mmxm\M%^\z^^^^ 

1 4. 'im.7Ly'fj^^)\^7s^m,^'t^')5mz^\^^Xs 

7'tJ0^)\^7.^^7.^ Y'SLUnm^^^-'k. U4->V-A^^M-'5h 

15. i^im.! 4\z%m,(D:^m\z^\^^x. u#v-A^:f^t"^^^>x:7x^ 

e 

1 8. ii5it]^i 7%m,(D:^mz^\^^x. m^m^f)^2 9 sjSiBST^^^ffic 
19, m^mi 4mm<r>:^mz^\^^x. m^m^f)^Wif\^^j^-m^^x^9t^nx 

'^'i';i^xyv A{c#s6<j;^iDNAy^-r x'-^ffii/iT, 77=^7 

2 1. m^mi 4%^m<oy5mz^\^^Xs \ivm^mM^xxibz^%^^^^ 



■ 
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mmA.p 5 3 7x^'^^'>'^^ 

1. W^Oi^m 

■r*35^£-st^, p 5 377'/"i''^>'^:^«fi£®l (construct) tc5!i-rs»r^'S*a 

2. MiW:iim<Dmm 

xh^i^mt^fsi 14 0, 000 AU±\zmvx\>^^. «5e©«p»s'J^wt?t4. 

g$S®5Et:*tt> ^z:1t®?HS5Et^2:iSATt.^*. ^S«»*«ff tons 



^$4ll*M^>*^©SSTiSSiSTS©"P*S (Spandidos et al., 1989) . 

4- H * T W5£ 5 nfc e t ^ i: © > ae^ lE^ffl aaae^ © => - h* 



(5) 



'^m^^fj^t^^iZU^ (Travali etal., 1990) . :i(O^^U&mttJi^^f^^ 

\t. r a s . my c. neu, raf, erb, src, fos, jun-^ab 

Xmt$>^h<D0. ^WLttl^hU^tlT\^^^ (Travali etal.. 1990; Bishop. 
1987) o 

:^>^Mm&^(0^m^mXh^ (Weinberg, 1991) • 

Mmu:^'>mmii^^itt. mm^ y^-^^ m^z2 - \^ Lxi^^^m&f-x^^ p 5 

fe^i 7 p^^ibMiLmB^tmm^nx\^^^z.L:^^. hhcDm^mmxm^m^ 
izM.\^^tz-^n^^itx$>^o pb 3i^>/^^m\tmit^mLx^wm:^m<. 
t/vE(DiEmKm,x%m,^nx\^^^o ^^^p5 3t^, mmmmcomm (Mercer 

. 1992) . ^^(Dmm (Fields et al.. 1990. and Miez et al.. 1992) . DN 
ACO^M (Wilcock and Lane, 1991, and Bargonetti et al., 1991) . 
^h — ->7s0m^ (Yonish-Rouach et al.. 1991, and Shaw et al., 1992) tC 
m^lyXl^^ Z tl^^iLM^tlXl^^o 

tj.^gi3Lmm^^^^z>^>/-^^mf)^^^^n^j:o\ztji^x. m'ikizitm^m 

m^htz^-tCtl^m^nXl^^ (Hollstein etal,. 1991) c p5 3ii 

&^\t. r<«a{c^«^n§b: h(^jST, ^m^mhxi^^mmf)^&^hm^^m& 

"J'Xh-DX (Hollstein et al.. 1991; Weinberg, 1991) , ^\zmMlzmmt^ 
B\zm-^'t^::t^^^>i^^nX\^^^ (Hollstein et al.. 1991; Zakut-flouri et 
al.. 1985) c %m^(Dp b SCDi^m^m^hm^^nxl^^^ (Casey et al.. 19 



(6) 
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91) . 

iim^^tlX\>^i> (Casey et .al . , 1991 ; Takahasi et al. . 1992) . DNA© 

$ AW^^nnii. p 5 3ate^*i?^*ssgsbTi^?.ffiaBflSC!ff^sp s 3 s« 

L A^liJiT # 1/^ i ^ AS WTJiiS* Jii ■& . 



t 

it 

(7) iNfS^ 10-503361 

■^otjim'^tj.ii 5 sm^^m-omm^r^m^mp 5 3<7)^^$r<£jit"^MjB!)c4^^ 

^^1458):^ (cytopathic effect) (CPE) ^m^L. »^ L < U tf 

SiS^/JS: (PGR) ^t/r^fToT. M^ATxy'^'1'>'l^::^<^ii^T-&ffi¥;'<j:7^D 

\t. mm^m (rb) m^^tJi^(D^>^Mm&^. Sic-my c^tak- r a 



:^mmm^i<t. :^mm\z^^xm^^mmo:>mmizmLi^^$j)M^m^f^ctib^ 
xt^:it^iLULrz. Ad b CUV- p s smm^Ty^j^o-i mw^ 

m^^^-m^iz^^Ltzti^'tx^. ^mmyj}M^m^-r^\z^^x^^zt'^^^m 
^mmu-nmmM\z^\^^x. *%§^ti^^^sxj^s«p 5 smB^^-^m-o 
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, Ad5CMv-p53 ^m^'^^^m^m\:.xm^mm<r>m.^Simi3i.t>mm^n^ 



C i: * a% U T I i »^ * * . 

L/c;i^'oT*^§a«. p5 3fei:©:tf>«l*'J®e^- 7>^'<^>7.iJ>'i&'^^ 

i737-03p5 3^^«S«li. yVAiE?iJS^/uTfeJ;t^*t, p5 30cDNASa 
^iJC^^A^^il^Jii^eroA^JS^^^T'^O. j^f^fclSm-C^SOT, p5 3©cD 



(9) 



Jl^T. (CMV) I Ezfa^-^-T^^, 

p 5 son- KE^iJ^E 1 B^^l^Xl^^O-OlTstry^lzmX 

7.lzmX^^o i.t^LtJ,f)^ih. n^X^X^^T'r ^ )V7.\t.. y J <)\^7.^>? 
(replication defective viruses) T^^o E 1 Bc^{dl^Ct>. 

t^ii^E^ (^(lAti. El A, E2^E4) ^mmcDmi^^ m^^ift. es) 

chE 1 B^:J^^$i±T;fel^T. -^(D&mzp 5 3 fi3^^ia^SAUTVi'2>'^::7i$' 
- ^ b' U :^ >7i?^*# b lie 

ii^^aitT^y ip-^ )i:^^mj^'r^i^m\tmmm^z^< ^ •^nn^r, chos 

h-Choudhury and GrahaiDa(1987) . McGrory et al., (1988), SLteluzmann et a 

1.. (1982) izMTsk-^tixi^^. cn^<oxt^^^\t. ^im-t^ztiz^K)^^ 

mo^-^^i-r^o &mm^mzm\zmm^^i:)^$>^hi.xh. ^K^^mmx^^ 
pittiiti. cn^a:)mm^^m\^^xmmx7^yo^)v:^^mMx^^:ith<k 

f)^x^^. -^ibiz. mm^':/y:^^yi^m'pmmmmxmmLx. ^^)V7.m^ 
n^zLt^x^^. 

^^m^. E 1 ^iK\^^x\^^^^^ )vx^E 1 ^mmrr ^mM<om'^'^tzmzm. 
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CDS' -3' ^ifiJic. it^h^*D^7-<;w;^iE:/D^-^-, siMthpS 

£cDPS?LPfflaaT»*. -^^A^t'^^UTV.^P 5 3 



(11) 0-503361 

p 5 3t)^z.ommp^'^^^mr^(D\z^^t^^^mmmxT^>'o^ji7sizt^^ 

'^ic>\zm(Dmmmmz^\^^x. ^mM\tvi 5 3%m,y^^'^'i)V7.^m\^^x. 
w^mm. '^^\z\tm^'&mm^^W5±'r^^t:\zm't^. -mmMmiz^y^^x 
\t. p5 3mB.^tmm^m\^T\^^^mm,ounx^f^\^^mm^nu'^ 

m.(Dmmmm.^mm^ii^ut^t^. p 5 3m,m<Dn^^7^'t^tt^x^^^(Dm 

^ ib\z^<Dmmmmz^\^^x\t. p 5 3^^^UTi/i^':7-r;i.7.^mi^5:i^tc 
«a£t* 'Scittc.to. i5imttMiiso±i5i^i»iJ:-r-&o z,n\zz>\^^x\t. ^-f 

•7':77.t3Ad 5 CMV-p 5 3^^ )V7s^m^^^^^1^^V7-oX. JfjS«^^$«) 

-^b3^^ )V7.^myk'^^^:it\z^K^mmm^^issi^m^^:itii^x^ $ 

e>Jl. H 2 2 6 B r IBJIS^^^I^ilJ^aL/i^^, A d 5 CM V - p 5 3 '^-l' Jl^T. 

^%'smzm&t^^t:\z^K^. nm'&.m%o:>i^m^m±\.x. immmznr 

-SAd 5 CMV-p 5 3 (D in vitro TOja^^ttigb/t, B*?S*fflflSCDMjel?^fijt7i>^ 
hn— ;l/'j7'i';U>?.cDAd 5/RSV/GL 2Ti^/j:<. Ad5CMV-p5 

3tCci:-5?fei^tc:j;oT?D$il$n^cc:«tt^, p 5 3^>n!?mti^f^^^^'kn'DX 
^^nx\^^^:iL^mm\^x\^^^o 



t 
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(r b) > 7>^-fe>;^:y>«e^ (c -my c^c - r a s) , 
Sae^ €r » A U T t h SO^S 1" * - "i^ ^ ^ ' * • 

{^^^.v^a-^m^?^ ^i'7>^s«A-r*'ii>s*^*'^< «>^«^**^**• 
^m^u^-^m^mzii\^^-c^nzz.ti}^mx^. w-fe. aBna-^pss^fexUA 
^jv;^. m?^\t^.mMm^^)V7. (hsv) . xy^^'^>-A-— ^-fjv;^ (e 

BV) . (CMV) , S.I/iSttffi;^^'?^-'!'^ (PR^) 



(13) 



yj}^ (CPE) m^mLrz^±mm^izn&^^t^d^f}^^mmr^o m-xs 

TAP (N- [1- (2, S-zy'T^^U^i^ [dideoyloxy] ) r/uliM -N 

. N, N- h U;<^;u-7>^-r:7A^5";i.-y;i/:7x-h) t\ cint^rpiSTA 

$nTt.i^i;e»ic. ^^m<o^m^. mm^m^Tv'y ^y-i ji^y.zf^7.^\^tz 
(Dx^^mm^^m^mmom'^'^^z^mvTi^^^o mmwiE i a<?:e i b>&«^ 

mmm.xhmm^Ty'y^^jiT.izmoxti^z.thx^^o jEmu:^m<omm 
mm\mm\z^'Dxmu^'^^. ^^m^xitm^hii^^^^m^^m't^ct'^^^m 

:in^<Dmi^\f^:^m^p cRmvftmmLXs iEi.<mm^^tifto^ ji:^f)^ 
im\t7y^y 0^ 2^\zn^^^m'o2m(0':f^^'v-^m\^^xPCR\z 



I 
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SlU. mi^;tp5 3 7xy:7<;l'7>0*4®fc*«>®T?**- p5 3^^* 
■fe.;;h$pXC J L. lOXb a IgPfiCbC 1 a iSBttro^^tcJfAb^c. p53 

(PEC53) tffl«iAy5;^5Hp JMl 7 2r, 2 9 SfflBS'f IC 

(Ad5CMV-p53) C P EiS^SRSr^D^^^ ^-^fK-T'^aS 

7I/-;^■r^fitilbT^^fi£tfcDNAx>^^-^*ffl<'^. dna*pcr 

m2A\t. Ad 5 CMV-p 5 3 DNA©«ii»«T»Cffiffl bfc^&l^^^^l-'^"'^ 

, Ad5CMV-p5 3-yyADNA©i*0-CS.*. yyAffl;>:#$l**^)3 5. 
4kbT-, 1 0 0 Smfit (maps unit) (lm.u=0. 35kb)tcS^0«r 



^^i^tTg;?,. p5 3^m*-bu;b»i. Ad5y/A©El<g« (1. 3-9 
. 2m.u.) *SlfeUfc. thCMV^gl Eae?:^c:*- 



4 

I 

(15) 4$^^ 1 0 - 5 0 3 3 6 1 

NA}f A8/rit;!»^b 1 S-^-a 0 b pginr. 1. 4 0kbCDPCRm^(Omm^^ 
m.u.tCfirSU. 0. 8 6 k b cD-i^-f ^ AiftSMP C Rjgft(Ojlffl<&^i^) 

1. 4kb (p53) i:0. SGkbO) (Ad5) DNA:7 ^iJfj?^ > h <&^«^)T 

. pEC53y^7.^F (U— >1) , Ad 5/RS V/GL 2DNA (U'-> 
2) . DNA;^cJ:L (l^— >3) :RI/A d 5 CMV- p 5 3 DN A (U~>4) T 

m2C\tAd5CUV-p5 3DNA(0»mmm^7r:LX\^^^. C s C 1 ^12 
TM^bfcAd 5 CMV- p 5 3 DNA(Z)it>7";i'^. ^-^^ mmUl^ (U) . 
H i n d III (H) , B amH I (B) . E c oR 1 (E) , SiZ/C 1 a 1 

13 3 A, 3B, 3C. l^ZS3D\t. 2 9 3 tC*5tt^teMATa-V '^-1' ;i/7 ICct 

^mmm^^S}^(Dmmmm^yrihx\^^^o ^tz. msA. 3b, 3c, r7S3d 
\t. 2 9 3mM(D—mo:>&^mmm (x4oo) $e>tc. 133 a. 3b 

, 3C, RZS3D\t. '-M(Omik^4J^:^JUZ^\fitzhCOX$>^. m3A}tthv' 

ho— ;k lEl3Ctlh:^>7.7x^i/3>}^l 2BOCPE^IiSSL^c^C0. IS 
3DtAh^>X7xi7'>3 Mgl 4 BC7)CPE<&^7b/c=bC0T^Sc 

1^4 A, 4b, 4c. Ri;4Di^. m^X7 J ^ )V7.\z^yk\^fzmmo:>% 

Sffii^^b^^^^^LTli-So I1I4A. 4B. 4C, lBLUAY^\t. H3 5 8Wa05 
-3i(^ftS^»il«T^^o ^fe, ^4 A. 4B, 4C, JBLlSAmt. -M<Om 
{1^^4n:^-)UZ^\iX. H3 5 8 *fflB&tC?*T^ A d 5 CMV-p 5 3(D^ykti^ 
^htzh<DX^^. Ad 5 CMV-p 5 3y.\tAd 5/RS V/GL 2^H3 5 
8«iJ3StC. 5 0PFU/fflJIST2 4P#FBliSS^$'&fcp ^fz. tgiteco^^fi!^ bfc 



(16) 



it#S¥ 10-503361 



hOi^m^y^ (oock infection) tUTffifflUfc. !S?!S$i?fc«lBliatt. ftSS^fi 
(CJ;f)«?«TUfc. 04A«, <^^?fe?£tap5 3Sxfl:T':/D-:;^Ufc^*5:^tT 
t,.^. 114Bli, M=£Ad5/RSV/GL23>bD-JWlC®Sfe^*T. W. 
p5 3ta*T^D-^Ufc*Sm€:.T^UTl^«.. E14C«. Ad5CMV-p5 3 

iciS^^-a-fcaana*. m^^o:>^w (mopc-2i) -e7-D-7Xfc«gms:x^ 

ia4D«. AdSCMV-pSSC^^S-B-fcaBHSSr, StpSS^ift 
T?S^D-^UfciS*m&5^bTV^«.. ^fflUfcfiipS StS^^S. Pab 1 8 0 IT 

|g5AT-(4. ^-vv-^JW-Tg^feUitSDS-FAGECJ;!?. H3 5 8 

aeaat'-c^^ufc^Hiips 3fflffl**ss?:ttsbfct><^-^s>«'- h3 s ssbbs 

Ad 5CMV-p53X«Ad5/RSV/GL2tC30PFU 

/asa-c^Jtes-frx. jSiSj2 4B#r-m&ti^7 2wr5^*Tit>^jv<!:UTsa8!iufc 

. SDS-PAGE)S¥«TO^--7->-^;V-?fefel^J;*^^ D- h'Snrc^ 

ti»^^t-;it*<-T€5. U->li:4H, Ad5/RSV/ 
GL2{C!Slfe$1i:^caB8S®-y>^;i^-C$.^. V->2i3li, Sfi*2^©Ad 

5 cMv- p 5 z^^ri^n\z^^^^tzmm-b-^i^^ !sss2 4ii#F^mjgsiUfc-t)- 

>^JVT$>?). L'-^SiSe, Ad 5CMV-P 5 3C!S»:S-a-fc»fla*^^. 

iSSsv 2il^F.■3m^g«tu^c■^^>:^-'^•^^'^• u->7(*, ss^? 2B#FB^S-r$g5fb 



(GIBCO-BRL) T$)S. 
W>ieB&ia5A®SDS-PAGECD^^<!:ra«ltCbT. -i^x 

>:/□■;/ bSTp 5 3SS<D+aM!gS*«l«TUfc. P 5 3 

(PAb )801. Oncogene Science Inc.) h^7i^9> (Amersham, Inc 

-fe'i^-&bfc2^*:$x*<!:ECL^fe^J«. Ox:^^ >:/D.> hsr'i7'f ;wxg5S!i 

$-&fcH3 5 SaBHaSrAmersham Inc. A>f.A^L^c. 5 B®'?x7.3' -y h 
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h^tnp 5 3mi^ttfiy^'f'>tfiW^'vmmizy''a-yLrz. "c t^:?^ 

mi Alt. mmj^Hs s 8(DO'<)i^7.m^\thmmmmo:>^-&^^^x^^. m 
m\,t. M-tt (60mm) $>rzy)mmsci o^m. imm^htzvessKDWi'^x 

^mi^tzo 2 4mm^^> 10 MO I (multiplicity of infection, ^fiiSM^S 
, fiPt>P FU/«ffljiS) c^Ad 5 CMV- p 5 SXJ^Ad 5/R S V/GL 2 iCSt 

o mmift. M-tfi: (6 0mm) $>rz^om^^^i o^m. imm^^tzo emcDm 
^xmmi^rz. 24mm^k. iomoi (^mm^m. iPt>PFu/j^jia) <da 

d 5CMV-P5 3X\tA6 5 /R S V/G L 2 tC^S^^-fr/to ^S^f^6BH. 

o mmifts M-ft (6 0mm) htzom^mi Q^m. -mmj^^rzo emom 
^xt^mi^Tzo 2 4B$r«m iomoi i^mm^m^ E\^t>PFuymm) (oa 

d 5 CMV - p 5 3y.\tAd 5/RS V/GL 2 ICiS^^it/io ^^^^ 6 BP^^. 

mBmMWi'k^T.tz. z.n^(D^^^m^. mm^4mwkK>^M\.xmz'f-^ti^ 

m3\'tWiW\m^^=^^)V\ZX^Ad 5CMV-P 5 3^^0y U—"^^- 
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)i (PBS) •rjfea(Ufc-v'-i7xo4'Risi:/a-:'i'©'y->7>-rs.^. 09 c«. 
Ad5CMV-p53 TjfesSbfc-7'^;^oi'BSi8l-:/D •> ®it>y;uT?fes. 0 

9Dtt. Ad 5/RSV/GL2T'?&!ib^cv:7^®*llK-^a-vi7©-tt->:?';l' 



A. B*3S5E^«:»?-^ife 



mhm^mmi)^m\'^mmf&i& (8 0%) ?r. l^^'J^fflJaWaS (non-small-celllu 
ng cancer) (NSCLC) CD^&JfT^^SiL.. cntCSSttS (squqnous) . 8i 
(adenocarcinoma) . ^XS:kmm^^itm (large-cell undifferentiated) ^ 

mmfHSm (sa.all-cell lung cancer) (SCLC) ®Wf5*^e,#?>n/tt>OT-& 



I 

< 

(19) 1 0 - 5 0 3 3 6 1 

(D-'Ammmit. .^.mm^m. urn. Rz^mm^^ts. :^'>mm&i'X' 

X. mm^umr^m^\^^rcLx\^^^j^o\>zBtDti^o iStt;^*>3t^KT-^**> 
i^m»&^<Dmmt}m^tr^t. mmo:>-&.(D^mzBm-f)^mx^x. wMmm, 

^izu-Dxmxi^^izht^^-r. :»>m&^t^(Dm^^!^mmzm^^i'r^m 
'ik^^cD^mm-frnj, ^tirzz:th^z>x. mj^.i)^ c (D&mj >jg<K^ \z^x e 

nxvi/ic DNA^itT^i&^'f-<oi^m^m?t'^ri^^v^zt^^x. ^t-rth^ 

B p 5 3 ^ p 5 3 <D?^mm^ 

p 5 3ti:^>ai*Jjte^Tfe^<hi^S$nTViS (Montenarch. .3992) 

^K^mmt^mi^tzgrKcomMiz. Mmm<Dv s 3f)^M.\^^f£^nx\^^^o p5 3S 

i^^\t. jA^HlCM^^at: hM3SlC43ViT, ^m^miZ^-DX^^L^Xi^^^m 

^^^g^<. ^*MS7j?^*iSi^ib h(Dmx^f^^^mr^^Li)^mhs^\^^m&^x^^ 

trnzm^-^tlXi^^^ (Mercer. 1992) o p 5 Sitfi^lib hN S C L C<7) 5 0 
%|^± (Hollestein et al.. 1991) . RZfCn]^^<DJl:mm<Dm^\Z:^^^X?^ 

P 5 3afc^t^> ^-S^TtrCJ^^E 1 BU^om^^ >^^^ KtW.^'-^^m^ 

o z.(D^ y/'^^mtjE'^'im'^m'^mmxRi^tz^n^-/)^. mmt^i^Lrcmm'p 



I 



I 
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U-=^:3.W-:J'-tbT{^ffl-r-5-t*^T?^*l- (Weinberg. 1991) . mm-c'^f^ 

bd^u^i*^^. $.-5W^T«, ?g^^sp5 3ae^®j^Ke«i-t-«>«ffitt«*^ 



t 0 , P 5 3 ©.■s^«ssis«'>^«i < <t 3 0 <a©^n^^ns^i* 3 h >-c 

Vi-S (Weinberg, 1991) . 

»c b 7 >7.7 xi7 -> 3 >-rs jin6©aBiia*^«5i*«>®i"r^»iwsiiiig-rs 

tm^Vr^^i> (Casey etal.. 1991) . ^I^SSp 5 3-C«fe< . 



(21) 



:it^m^^nr\^^^ (lakahasl et al,, 1992) o p 5 3 t^. g:Sjtfe^ci: D 

f)^'t<Dmm^m^'t^^x\z\t. ^ti^rzM^\.^mm^m^fji<x\tu^rjih^o 

, ^n^nifi^CO!KjS.f)^^^ (Mulligan. 1993) • ±i5b^<t -5 h ^ >X 37 x 

^i^Bymt. DNA{zmmMm<DiAB'¥'^^^'^^x. ^^mzx{tr^<. m 
^imm^xmt^mzmmm^Wimr^ z. hizj: r>mmp^izm?.r^ct^m 

f)^xt. mm^M<Dmmm^^M^xt^mm. Tts.iDt»u>/m\zm^tiXi^ 

^-dK^x^ h^>::^y:L^i^B>\zmoz^\tx^^^^. jt^^MaA^C^^^ 

f)m<. mmi .000-100.00 ommK>mi2<^0z^mif¥mmxLt)^ui^ 

mammx^Bm. 4mm^mmxmmmiz'iMi€tj.\^^zt:^^g^\^^c Ltzf)^'ox. 
DNA h^>7.73ii>->3 >\tBM:^^izmmm:^mtLxmmx\ttj,i^o 

m\ZXr>X\=i<Z.hii^X^^^'^)\^7.(01i.m(D^i^^^^^^ 



(22) 



l^mW- 10-503361 



6kbT$,«. (Tooza. 1981) . 7t ^^-i )i':^^tzn^-c\z. .Mmmm»&^ 

->;^xAiLTW^-r^ciD(C^*Mfi3^-t?fcS. rOPO-i^-f ;V7>tt, in vitro 

host cell shutoff) Al*-2.. m^afe^S'fel»^«t'U*>*^^->F^>^^i' 
^mtiA^^^T*. iS^W^a^-^- (MLP) 14, ^S^mi8<^f5P§Tigi^ 

(Stratford-Perricaudet and Perricaudet, 1991a) . 
0^)\^7^<^'f incisT-«il'^»b*^'iJ^Si:$nf.£V>£^T (Tooza. 1981 

t . z<D-^i}^-t^:ktfiii N A 7 7 > h ^itm-r*«nfci4«6*^**n* 

. Ad 5TJ^SfeSiLfct:y-E9l8i*fflflSJ^ (Grahan, et al.. 1977) t4> 



(23) 10-503361 

-r;l/7.^fi6'3cO:6^*«J:li<l:*iJirU^c (Grunhaus & Horwitz, 1992) c 
^JIS tl^* r^' W 1 ^ M 5=^ U / 1 U - 1" ^ 7 y -r X 5^ A CD#^ 

^ei^T&^T^s, (ii) ffl^AT-xy^^-f ;i';^(D«5g*^^^bTii'g>, (iu) 
h hti75^yc:7-r;i':^^i$-^bT*)S^T^'&. Si^/ (iv) 7T'y'^^;b;^icJ: 

/h^li<h#A^)n'2) (Grunhaus & Horwitz, 1992) • 

^itrmSlXtnik (replication-incompetent) tT^^^. ^^^3i*§'l4t^«tf T 

7.\ts 1 0 k b^TcT^n^RDNA^S^UT. 2 9 3mMl^XjSt}mztj.^Z t 
:^^Xt^ (Stratford-Perricaudet and Perricaudet. 1991a) c MK^^ZitiZ 



(24) 



e3^ST$.**;l'-5^>h^>^^^WS=5-t? (OTC) ^j£ffi4«SUXV^ 

5€^T#*S-X?@«<-^^*>®'*40-!)»Cii^^iJ5^^^ (Stratford-Perricaudet et 
al.. 1991b) . bfc*^-:pT, ClCD^»©-7.?;^©^a5^^li. ^RS*«S6^^«tI«l 

n-;/ h>7<;/ hroSliaiti^ai3S0>Kl*a^e*SSSae^ (cystic fibrosis tr 
a„s»a»brane conductanve regulator. CFTR) CDfife^*. Txy-^^^VX 

Rosenfeldetal.. 1992) . iO^I^-efe. afe^A^git^nfellt. W^liiaB 
tii)-^-:>rz. 1 9 9 l^POScience BOffeXt-^SViT, Rosenfeld a 1 

^iiiyyVO^iS.mZ^minit (Jaffeetal.. 1992) . UA^b. i8:fefe*^^>. 



(25) 



E. p5 s-TT'yO'iJVT.mm^tmmomm 

h hit-Y V:^')^utf^ )\,7.Zfu=^-^-g:>WmTXWt^m,p 5 3 (Ad 5 CMV 
-P 5 3) ^fg^bXti^o 

t^^U::t— 7^y'^-r;U>?.2, J&l/1j-;i/r:7'1';l/7.4 O (SV4 0) 

t) s V 4 0 •:7^ coiiS§iJ6.#.^-&wr -5 :7 ^ ^^7*^ > h <h bx^ati':?^ 

^mm^^\z»&Lmrt i n dIIIgl5fi/i)^6B g 1 I U^(0')5^\zWXSX\^^'i^ 
2 5 0 b p(D@2^^y^^AyXVi^A-rntf. /h;^<^'b, :k^<i:t). E%^X^ 

^Wi't^(o\zm\^^^\%f^^^. :/D^-^— iH^ij'^*'mie3?ij«. ©mis 

VSV. BPV) ;J?^t>?;R^$n^.^e>f<f31'St4(^§IJ^.'^^'^tJ'^i^737--€*g^L 

#-2)0 ^^i5^-7()^'S±fflflS(o^fe#:tcm^3A^nxi^^i5^ict^^ -^-nx^ra-x 



(26) 



06) *^igiii)^)*T-^-« 

V.^.p 5 smSttP 5 3©5l^»CJ:^Tft0iSiS^Slt-rv.^Ci*^^^nfc 
. ^S^3>hD-;^<hUT^i, «iaSAiAd 5CMV-p 5 3ifW^t:U^> 
(Ad5/RSV/GL2) S^fflbfc. ^<Db-U*>a. 7'^:^^IltL TR^ 

t,«imsnfe*^ofc. Ad 5 cMv-p 5 3\zm^^^ftms 8 

Pfl^^nfc (^7A) . p53h-U*>tC^0, H3 2 2W<01i«t,*fc^^ 
fCia«Snfc*^ (E17B) . i»^^p53^^«T^thWSH46 0MI!S-^a 
j^g^t/>fj:7j,^^^ (^7C) c 

vitrctc^v^-r, f^mmm0mmr.^i^-c^ Ad scmv-ps 3<^i*^»c 

MOI*tlPFU/«iltel^^T«)Ad 5CMV 

sAd5/RSv/GL2i3v>T$iiaBiiSSit*^i8*^nfc. *^?«#e>cow^ 

^-]^-r07.i:m^^^^mzii^^X. H3 5 SfflSS^Ad 5 CMV-p 5 3T 



I 

(27) 1 0 - 5 0 3 3 6 1 

y'lxizAd 5CMV-P5 3 ^n.'s^p^m&'T^ z. t{z^ommm^^&5±i^rz 
-r>iuxn. ^m^ibizmm&i'mm'^^mm'r^^mM\zmm'^^^^tf)^^m.'^ 

>/^^n(Dma^m\t. h4 e omm(Dm'^'v\t\^m^m±mv 5 3(d«i 4^. 
mx-ib-ofz. mmrnxmrn-^tiTzmmt. (d mB^ro^^mmmi^zyMm^x 

db^tz. (2) ^t}t^CUV:/u=e'-^—ti^x^b 3 c(DI>nA^W^'^'^rz (3 
) T^y^-f ;l/XE 1 X>yN>it-;J?^*p 5 3c^cDNACCie^:grii5SU^cCi:7&^ 
#tf^>n-g)« ^S^?^©p 5 S^^CDjtJ^BtfB^l^, H 3 5 8 $fflJ3a<^«'& 1 5 Q J[^± 

5 

^^i9:^^e?t±8aJla:^^^*:f^LXCMVyD^-^-:^^|^±•r^ (CMV promoter s 
hutoff) n^tm^'^nx\^^fzZtt^^. p 5 3CDf63^^$iJ^aiUTV>^CMVy 

(Dai et al.. 1992) o T^t J )]^7.^^ ^i^iKE^icm^iZ^^nT^i 



(28) 



^gsp 10-503361 



mX.rz (Rosenfeld et al.. 1992) . ^it, Perricaudet«)if9EmT'«. mdx 

^mmx-mm^^mmr^ ^ o , a d s cmv - p 5 3 i-pXin^is 



(29) JttS¥ 10-503361 

. M^ttam (CPE) (ommt^m^^iD^^t. yj}mn\^±L. ^.tti^m 
T^\^^xmmmi^9j}^ (CPE) ^mm-r^o 

<7)'5*)3ftlC. I^Bt h^>7.>'x^'>3 >bT. ^n^'nmi 0 S @<h^l 2 S 

eic:CPE^^^$ii^-tP(^)^ll^fTo;^Co ?^B^<hLT, U >^;^>il''>':7i.«: 

mm^mi^X. 1 m^O 6 0mmJIIL2 0 felClWlB^ h x:i7 3 >$1i:T, 
:in$:3lElli03gLfc:^^*?fiMA';7-r;l/7.^#'&C:<h^^T#/<t He pg 2 

CAT (i5'D^A:7xz;ia-;i/7-fe5^>H'h^>7.:7x^— fef) m^^nmLtzt 

C 5, C A T^S^I^liU >K:ti;i/->»j7 A h ^ >::^ :7 X 3 XD^'&cD 5 

miLKt^^y^y-'^^m^-t^oxmjiK. c p E <^ mm^ ^tzX^-fX^ 
^<Dx. z.(Dm^(Df^jj^s. 'omo'y^ )i^::^<Dmm\t. is^mi 0 — 1 4B?gtc 
mmf)^^m^^xm$ixh^y^y-:^^mm'r^'/)^ioD\z. cPE^mti^mm-t^ 
ctiz^^xjiommizU'Drzo ms^tcPEizx^mm^^t. cPEtCctib 
tji^mm,mm^}A:^vrzh(Dx&^. 

*:fgBJ#^,ti$ (biz. P CR^m\^^X7y'y^0-i)Vy.(Dtim^mmizmi^'t^ 

tm^m^ ufco <D':^mit CPE ^^■tfflj^ig«i^cD±g^?g:6^ e, D N A-y-> 

7°;u^£gSiUT, mmp CRMiJT^nz>h(DX$)^. zi(D:^iiiX{t. {iS:±. if 



(30) 



^J6 6n/tPCRE«!l. 4 0kb©p5 3cDNA«rJS«i-r*. * 

fc, ^AtS. ^2m<J5y5^V-l*Ad5yyi.A^^llM.U.Rt/13. 4M 



(31) 



4t^¥ 10-503361 



DNA^iif^>htf§m^^U. ii>/ci:< (hfe 1 0 b p(^ie^IJ^^^T^/i'5o 10b 
2 

h^^mLXli^^f)^. Ctliitl 9 b pX«2 0 b pCO:^^$T^^o 
TT^o :ivU^tm^(Dmt)^!j::^^-Drz^^ (expanded) \Ztj.^X\^^^mm:^^S: 

x\ i^M^^(omm^miz9Jbm:^^tj.:^^-Drzf)\ ikMrnf^m^^it-t^nu^^m-^ 
\z\t. z,(Dzfahz2)i^^m'r^o m&cD^mmxit. :io:>^'Dt^mmzni^x 
\t-mm^»wpi:^^x€^rzi-)x$>^o \^t/v^(Dmmx\ts i^m^ ^nMmi^m 

^^^-fXl^Xh. mtn^-r^. j&j^tm^tJy^—y^JV (trachytherapy catheter 



(32) 
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;^^<otnx'i>nxx,^i>^t^^m\.ti<x\tfi^fi^-' LA^L^i*^6, 

gy 1 

^%mmx\t^ 5 s^^^i^^-'^^SBi^'^ei^-^*- ^o^i7 3.-«;^c<Dfflo 

,C«tsKUT. 7^y^^;V:^S^Ad5>rVAC^El^lS (1. 3~9- 2m.u. 

ItCSi-r. t^•^^■^h^^aO-^J^^ (CMV) fu^-^- (Boshart et 
al.. 1985) , P53CDNA, Rl^. S V 4 OfflSBd? U 7x-;Wb->^'^;l'=£ 
^W-r^p5 3^^^-t-;'h^> pxCJLl (Dr. Frank L. Graha». Mcttaste 
r University. Canada^i^^JS®) CDXba lS6tti:C 1 a meiOH^Cif Ab 

^rVi.cD^€SlJ> *1)3 5. 4kbT, ^n\m^mz^nt ^ loom 
u. (lin.u. = 0. 35kb) tUi>. p5 3fl^«=*-t-vb«Ad5>rVi. 
©El®^ (1- 3~9. 2m. u.) SSlftUfc. 

y^^^-lcOEW*. 5- -GGCCCACCCCCTTGGCTTC-3 
■ (E^J#^1) T'*-^T, khCMVi^IESe^^a^-^- (Boshan: 
. etal.. 1985) CO^ W > h □ >©T»Ctte^-^''^*- ^^^^-2®E?iJ 
tt, 5- -TTGTAACCATTATAAGCTGC-3' (ie?'J#^2) T 



(33) 



t^ii-fnt.. ^(DWi^t^p 5 3c DUAmx^)^t^^ 1 5-2 0 b pfzmmx 

t>T, 1. 4 0 k bCDPCRfii^^^iS^Tl/i'&c ^^-T 3 CDB2^iJt^, 5*- 
TCGTTTCTCAGCAGCTGTTG- 3 ' (SB^iJ#^3) . 
4<^iBJiJti, 5* -CATCTGAACTCAAAGCGTGG- 3 ' (Ifi^US 
^4) T^t>T. Ad S^JI^o:>^^ 1 3. 4m, u .fC&SU. 

2 

cOXSTt^, DNA^2 9 3 jliiJiarttC|slB# h ^>7.:7x^>'3 >-r'2)'iMI;i»^^^ 

m^'^JMX^X. DNA^2 9 3JifflJigtIh^>7.:7a:i:7'>3 >r'&:^?£^i, 

U >K:^;i^'>'^i^/DNA^«:«8ffi-e»o/i (Graham and van der Eb. 1973) 

n;^c:jiifflSa^&Sifflte^'l4?;4^ (CPE) XW^t^^t\Z^X>. h^>X7x^i^3 



(34) 



i^^W- 1 0-50 3 3 6 1 



SFPJM17 (Hcgrory. et al.. 1988) p^-;b-COyD h :^ JW (Boehr 

inger Mannheim BiocheD.icals. 1992) »CS£cT, DOTAP *^^bfc h7>^ 

DOTAP^SOmK p5 3«^'^i'iS'-*2Mg. Rt)t^7^5Hp 
JMl 7€3Mg*^n^*^^fQl-'^^ h7>7.7x;^v'3 ^bfc. h7>7.7 

»J 3 



Ak-'j:r>*i^^^*8i8-r-£'3BrLv^d<'j^7-ifa^Sft? (PGR) ^m^mm 

^i^:/U-h7b^e.iilSS^SI*'^-ti2*J8t®7Ua-h (5 0-3 7 0 /11) 
JSHb. yux'r:^— fe'K (0. 5%©SDSt2 0mMroEDTASr«^-r5. 

soyg/mi) cj;»3 5 6t:-emtraffiSb-c, ^x^ ^ D D*^^^■^ 
1 , 



2, 3&U4X'3i>^, cDNA}fASft)ttttSWfi^7^^-«. 1- 4kbO 
PCRStt^^*. t^^AT.yyM^iZ^m^U-^y'^^-^^^ 0- 8 6kb®P 



(35) 



. hU 1->X- 1 0 0^0. 1%, dNTP s^n^'tl2 0 0 /xMO'-C). Tri 
s~HCl (pH9. 0) ^lOmM, Zfy^'7-'^n^n2uU^'D. RlfT 
a q 4^ U if (Promega) ^1.0 mfi-^^T^ 50^1 

o S/t^J^. 9 41CT0. b^s SeiCTO. 5^^-, 23^1^7 2 "CT 13:^. 3 0 It-f 

PE^B:ii.xi^^mm<Di^^:^^^±m^m<D7^j:j—h (5 oxits 7 om 1 
2. 3, 4T^$n'&o 

^(Di^^s 1. 4 k b6C»cDNAjfAl*fr>t^0. 8 6 k b (^'j7-r y A :7 
D N Ait >y;l-;6^ 6 ii*i$n;^c (E12BN'^4l-^'nU->lS:t>'4) « 0. 8 6 

ti^n;^cJ:;6^ofc (U— >3) o 
Ad 5CMV-P 5 3»X;l/XDNA^C s C 1 ^uEStCj: OffiSJbT, 



(36) 



ttS^ 10-503361 



SrHligbfc. I^«»CUT, a>ha-;l.>^'f JUT.-r^SAd 5/RSV/GL2 

— fcDNA7j^^i5nTI.^-&1^^1-li< :^3t*^Ad 5CMV-P5 3tCSg<etbTVi 
^, fe*»fe^ (LacZ) ^fi}fr«.ffl^^ 7x7-^7 

^;l.>;T:$.2.Ad 5CMV-LacZfc. Ad 5 CMV-p 5 3(CSi<yr*eiii 
C©Ad 5 CMV-L a C Zti, Dr. Frank L. Graham*^ 5)^88 StXfe 

■J-Y ;*3'(iSD;iiS^. Graham and PrevecO:^* (1991) fc<kO:/7 — 

i;SaJS:i5C/£^T. Ad5CMV-p53, Ad5/RSV/GL2, Rt/^. 
Ad 5CMV-Lac Z^n^'tlOi7D->S:-^<t5fc. HBW^-f 

2 9 SaBISTiiJi^iifc. ^^fiaB8a^tt?im€:5^UTViS 2 9 SffllSO^ 

(GrahaiDand Prevec, 1991) tCiO^'J^bfc. *^l-^t^fcaB)!&»C-^^ JP^Jt 
(eOmmJESCO. 5ml) &*3)PbT, 5»»tC0B#P-m#b/i*^ ^^iS 

H226Br. H322. H460, Hela. Hep G2, LM2^. V 
e r o^i£0=&ffi^Bai^»'Ad 5CMV-Lac ZSrfflV^T, tam;^77^y'^'f 

MO I *t3 OPFU/ffllETAd 5C 

MV-Lac ZtcaBli&J^Sr^Jfebfc^. X - g a 1 T^feb^ct C 5. iT^XO 



W 4 

V- KBi6 f;aflaatcj3>/>TA h s cmv - d 5 3 

ap 5 3 77^y^'r;i'7>s®5fe^-i±-&--t*ift§«-r*- ^®«^^*T'ii. cn 



(37) f^mW- 10-503361 

ibmm<ommt^MWpS SCD^m^f^i^tl. Ad 5 CMV-p 53 if 'J:t> 

it^M^ift. Vectastain Elite kit (Vector, Burlingame, CA) ^^l^^THiSb 
tz. C<Dm«Tlzm^^rz—'Atn.mt. Sxp 5 3 tfO^P Ah 1 S 0 1 (oncogene S 
cience, Manhasset, NY) Xh-ofz. ^fz. ZfZJ > h U—JltVXUO 

PC- 2 1 (Organonn Teknika Corp., West Chester, PA) ^^mi^Tzo — :;*:tn; 
mt7 \fi^>XmWi\^rztfi'^0::^ I gG (Vector) X^-dTzo ^tz. }z^^>it 
Lfzt-^-T.yy'^ y iyzj.^)i^:t^i^^^—^ABCm^Um^m^^Xs tr[J[Itr[#?I 
"^m^^mLTz, SttJC. 3MJ3S^Harris^"v'h=^'>'J > (Sigma) T>ttHtS^feL 
X. Cytoseal 60^ (Stephens Scientific. Riverdale, NJ) X'^'y>hLfZo 

mmmmmo:>^m&.mt^m^^n^:ititzj:o. Ad 5 cmv-p 530-^ 

Jl7.<DCUVy''a^ — ^ — \zmm^n^P 5 3%^CD in situ tC:fe^t^fi§^^^ 
t^LtZo '^^'^E^^Xv b 3^^^^\^X\^^^H3 5 SmS^mXlt. 3 0-5 0 7°^ 
-^^m,mi^L (PFU) /IMBS<^>#S^S^ST, Ad 5CMV-P5 3lIi®Sfe$ 
it;^ci:^, :fe3ftm^<b^^*/rT^mL;^ccfcdtc. p 5 3i&i^^f)mm9 7-1 0 

o%x&m^nx\^^^(D^misb^nrz (m4) . 

t hCMV I EyD^-i$'-tC^oTe¥$n;^L a c ZS^^^^SJtLTV:^ 
^•i''1';V7.T$)^Ad 5 CMV-L a c Z T5tiSL';^B#Jc: 'b* 'tKm^Ty'J'y^ 

ji7sizx^m\^^i^myj}m^^mi^ ^ntzo 30-50 PFvymm(Duo i x\t. 

Hela. Hep G2, LM2, RXl. h h N S C L C5Sffljiai^^"&tj'» l^i^ 
^nfcr^T(Djtfflflg2^CD9 7 — 1 0 0%lC43liT> X - g a 1 S^fej^tC J:^ 0 - 

m®ic:b/cfflJ3a^U>SiSWt6$i}S (PBS) T^o^ciS, ccowa^Mictc 

Xnx. SDS-PAGE1t>:/;l/^^gM (6 OmmMltiJ^O 0, 5 m 1) T' 
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ij^^jpi 0-503361 



v^mmmmm do-ismi) *D-HUfc. y^v+co^^n^MttHy b 

ond^-ECLHtC^lilSli-fc. cneroUli, 0. 5 %0 H ^-f Sil'^ 

— fe-^iSS'&tfc'^-y-^Ojf^'^T. 1 gG (Pierce Chemical Co.. Rockford, IL 

Molecular Dynamics Inc, Sunnyvale, CA) fcJ;l3S)J^bfc. 

^^UTV^fc (EISA V->2. 6) . ^ Wli^gHg^^S B^T 

b'-i'lC^U^c (06, JfAW)t. 0. 5a~3B) . a>bD-Jl.tbT. ««J 
iroiam^Ad 5CMV-P 5 3i:(«;t^iS=&lt^f'J*>^«5£bfc. C®k' 



Sn«.;W->7x7-lfcDNA&^WS1^fc. f-J*>Ad5/RSV/GL2 
S-frfc. d-^^}^^Tp5 3«g^*i^*bT^i^.H3 5 8«Bii&?ft. ah->24 8 

T? p 5 3 ae^ A^.-tsi^^s (G*^e.T) i.Ti^2>H3 2 2aB)!a?i^, ^u&±m 

p5 3ite^SjtoTl^^>H4 6 0iilli§?ST-$)S. -^-r Jb;^^Si2 4PtFpm 6 
0mm^llMlCH3 2 2RJ^H4 6 0 (1X1 0') X«H 3 5 8 (2 X 1 0>) 

4i*aufc^^> cn6©thNscLcaBfis®{£SMSS:iii^ufc. mm\t. i 

OPFU/«©®Sft*SS (MOD TSSSfe^^fc. Iglfe^&fflV^T^ 
^^a>hD-Jl' (mock infection control) €:0<-3fc. COJ.fc'SlC. 



(39) 



Ad 5CMV-P 5 3\zm^LrzH3 5 8{t. l^fs^^aiBS-^a > h D-jl/t: U 

:t>mmmmtmmmz. mm^^^mifzmu^nrz mi a) „ H3 2 2*fflj!g 
cMv-p 5 3 0^)i:^izm^hrzH3 5 8 fflfls<7) 7 9 %\t. mmmm^.titz 

p 5 3;&^.*^«$^S^bTI/i^H3 2 2mmm<D7 2%\t. Ad 5 CMV-p 5 

^n^ositi^ti. p 5 3msiAT'7'y':7-r;uxti, fflssfflfistcp 5 3:57>/i>5^ 

5 

p 5 3;^ji^a^(;)Ad 5CMV-P 5 3\z^^mm 

1 0 PFU/^ifflS&COMO I T% Ad 5 CMV-p 5 3 2S^ZJ^Ad S/RS V/G 
L 2 JCH3 5 SaBfla^-^SS^-fr/^io (mock infection) <i:LT. ^SCDiB 

J3S^iSi&T5/lSL/io iS^2 4Btrpim. ia31 Lj^cWS^ggBJ LT, PBST2Ih] 
^r>fz. Z.(J:>2;iO\z^m^tzMmt.. ^n^erv. IIZC^OO. Iml^StCiffliE 
3ir75 (3X1 06) ^ijDA;^t>CD^>f— HV^;^ (Harlan Co.. Houston, TX) 

\z\^. ^^mzm^ (3 0 0 cGy, 60 Co) ^frVi, ai^i^t^^a^s^ffo 



(40) 
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Ad 5CMV-P 5 3^^M^^c> mmmmztiiri.mm^'e:m^iri>it^^ 
5t-h-v^7XicH3 5 8iiiiis (hhNscLcsaana) s^Tfts^u-r, 

^fi!cii5i=£gl^tfc. 1 0 PFU/StiST-Ad 5 CMV- p 5 3 XttAd 5/R 



A d 5 CMV- P 5 3©^ 



m IS. ^ 



Ad5/RSV/GL2 



0 




Ad5CMV-p53 



4/5 (80) 
3/4 (75) 
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Defective images within this document are accurate representations of the original 
documents submitted by the appHcant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SfflES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 



yU COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFER£NCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 
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